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Zantac’ 150 (ranitidine hydrochloride) Tablets 
Zantac® 300 (ranitidine hydrochloride) Tablets 

Zantac® (ranitidine hydrochloride) Syrup 

The following is a brief summary only. Before prescribing, see complete prescribing infor- 
mation in Zantac® product labeling. 

INDICATIONS AND USAGE: Zantac® is indicated in: 1. Short-term treatment of active duo- 
denal ulcer. 2. Maintenance therapy for duodenal ulcer patients at reduced dosage after 
healing of acute ulcers. 3. The treatment of pathological hypersecretory conditions (¢.9., 
Zollinger-Ellison syndrome and systemic mastocytosis). 4. Short-term treatment of active, 
benign gastric ulcer. 5. Treatment of gastroesophageal reflux disease (GERD). 6. Treatment 
of endoscopically diagnosed erosive esophagitis. 

Concomitant antacids should be given as needed for pain relief to patients with active 
duodenal ulcer, active, benign gastric ulcer; hypersecretory states; GERD; and erosive 
esophagitis. 

CONTRAINDICATIONS: Zantac® is contraindicated for patients known to have hypersensi- 

tivity to the drug or any of the ingredients 

PRECAUTIONS: General: 1. Symptomatic response to Zantac® therapy does not preclude 
the presence of gastric malignancy 

2. Since Zantac is excreted primarily by the kidney, dosage should be adjusted in patients 
with impaired renal function (see DOSAGE AND AOMINTRATION) Caution should be 
observed in patients with hepatic dysfunction since Zantac is metabolized in the liver. 

3. Rare reports suggest that Zantac may precipitate acute porphyric attacks in patients with 
acute porphyria. Zantac should therefore be avoided in patients with a history of acute por- 
piynia 

Laboratory Tests: False-positive tests for urine protein with Multistix® may occur during 
Zantac therapy, and therefore testing with sulfosalicylic acid is recommended. 

Drug Interactions: Although Zantac has been reported to bind weakly to cytochrome P-450 
in vitro, recommended doses of the drug do not inhibit the action of the cytochrome P- 
450-linked oxygenase enzymes in the liver. However, there have been isolated reports of 
Grug interactions that suggest that Zantac may affect the bioavailability of certain drugs by 
some mechanism as yet unidentified (é.9., a pH-dependent effect on absorption or a 
Change in volume of distribution) 

Increased or decreased prothrombin times have been reported during concurrent use of 
ranitidine and warfarin. However, in human pharmacokinetic studies with dosages of raniti- 
dine up to 400 mg per day, no interaction occurred; ranitidine had no effect on warfarin 
Clearance or prothrombin time. The possibility of an interaction with warfarin at dosages of 
ranitidine higher than 400 mg per day has not been investigated 
Carcinogenesis, Mutagenesis, Impairment of Fertility: There was no indication of 
tumorigenic or carcinogenic effects in life-span studies in mice and rats at dosages up to 
2,000 mg/kg per day. 

Ranitidine was not mutagenic in standard bacterial tests (Salmonelia, Escherichia coll) 
for mutagenicity at concentrations up to the maximum recommended for these assays. 
In a dominant lethal assay, a single oral dose of 1,000 mo/kg to male rats was without 
effect on the outcome of two matings per week for the next 9 weeks. 
nancy: Teratogenic Effects: Pregnancy Category 8: Reproduction studies have been 
performed in rats and rabbits at doses up to 160 times the human dose and have revealed 
no evidence of impaired fertility or harm to the fetus due to Zantac. There are, however, no 
adequate and well-controlled studies in pregnant women. Because animal reproduction 
Studies are not always predictive of human response, this drug should be used during 
preg..ancy only if clearly needed. 
Nursing Mothers: Zantac is secreted in human milk. Caution should be exercised when 
Zantac is administered to a nursing mother. 
Pediatric Use: Safety and effectiveness in children have not been established. 
Use in Elderly Patients: Ulcer healing rates in elderly patients (65-82 years of age) were 
No different from those in younger age-Qroups. The incidence rates for adverse events and 
laboratory abnormalities were also not different from those seen in other age-groups. 
ADVERSE REACTIONS: The following have been reported as events in clinical trials or in 
the routine management of patients treated with Zantac®. The relationship to Zantac thera: 
py has been unclear in many cases. Headache, sometimes severe, seems to be related to 
Zantac administration 
Central Nervous System: Rarely, malaise, dizziness, somnolence, insomnia, and vertigo 
Rare cases of reversible mental contusion, agitation, depression, and hallucinations have 
been reported, predominantly in severely ill elderly patients. Rare cases of reversible 
blurred vision suggestive of a change in accommodation have been reported. Rare reports 
of reversible involuntary motor disturbances have been received. 
Cardiovascular: As with other Hp-blockers, rare reports of arrhythmias such as tachycar- 
dia, bradycardia, atrioventricular block, and premature ventricular beats. 
Gastrointestinal: Constipation, diarrhea, nausea/vomiting, abdominal discomtort/pain, and 
rare reports of pancreatitis 
Hepatic: In normal volunteers, SGPT values were increased to at least twice the pretreat- 
ment levels in 6 of 12 subjects receiving 100 mg q.i.d. intravenously for 7 days, and in 4 of 
24 subjects receiving 50 mg q.i.d. intravenously for 5 days. There have been occasional 
reports of hepatitis, hepatocellular or hepatocanalicular or mixed, with or without jaundice. 
In such circumstances, ranitidine should be immediately discontinued. These events are 
usually reversible, but in exceedingly rare circumstances death has occurred 
Musculoskeletal: Rare reports of arthralgias and myalgias 
Hematologic: Blood count 4° (leukopenia, granulocytopenia, and thrombocytopenia) 
have occurred in a few patients. These were usually reversible. Rare cases of agranulocyto- 
SiS, pancytopenia, sometimes with marrow hypoplasia, and aplastic anemia and exceeding- 
ly rare cases of acquired immune hemolytic anemia have been reported. 
Endocrine: Controlled studies in animals and man have shown no stimulation of any pitu- 
itary hormone by Zantac and no antiandrogenic activity, and cimetidine-induced gyneco- 
mastia and impotence in hypersecretory patients have resolved when Zantac has been sub- 
Stituted. However, occasional cases of gynecomastia, impotence, and loss of libido have 
been reported in male patients receiving Zantac, but the incidence did not differ from that 
in the general population 
Integumentary: Rash, including rare cases suggestive of mild erythema multiforme, and, 
rarely, alopecia 
Other: Rare cases of hypersensitivity reactions (e.g., bronchospasm, fever, rash 
eosinophilia), anaphylaxis, angioneurotic edema, and small increases in serum creatinine 
OVERDOSAGE: There has been limited experience with overdosage. Reported acute inges- 
tions of up to 18 g orally have been associated with transient adverse effects similar to 
those encountered in normal clinical experience (see ADVERSE REACTIONS). in addition, 
abnormalities of gait and hypotension have been reported. 
When overdosage occurs, the usual measures to remove unabsorbed material from the 
gastrointestinal tract, clinical monitoring, and supportive therapy should be employed. 
Studies in dogs receiving dosages of Zantac® in excess of 225 mg/kg per day have 

shown muscular tremors, vomiting, and rapid respiration. Single oral doses of 1,000 

mg/kg in mice and rats 4 Not lethal. intravenous LDso values in mice and rats were 77 

and 83 ion respectively 

INISTRATION: (See complete prescribing information in Zantac® prod- 


BRIEF SUMMARY 


uct labeling.) 
Dosage Adjustment for Patients With Impaired Renal Function: On the basis of experi- 
ence with a group of subjects with severely impaired renal function treated with Zantac, the 
recommended dosage in patients with a creatinine clearance less than 50 mL per minute is 
150 mg or 10 mL (2 teaspoonfuls equivalent to 150 mg of ranitidine) every 24 hours 
Should the patient's condition require, the frequency of dosing may be increased to every 
12 hours or even further with caution. Hemodialysis reduces the level of circulating raniti- 
dine. Ideally, the dosing schedule should be adjusted so that the timing of a scheduled 
dose coincides with the end of temodialysis. 
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TORADOL®™ and TORADOL” 2844 
(ketorolac tromethamine) 


tently; physicians should administer such concomitant therapy with 
extreme caution. The concurrent use of TORADOL and prophylactic, 
low-dose heparin (2500-5000 units q12h) has not been studied exten- 
sively, but may also be associated with an increased risk of bleeding. 
Physicians should weigh the benefits against the risk, and exercise 
caution in using such concomitant therapy in these patients. in patients 
who receive anticoagulants for any reason, there is an increased risk 
of intramuscular hematoma formation from TORADOL injections (see 
PRECAUTIONS—-Drug Interactions). In postmarketing experience, 
postoperative hematomas and other signs of wound bleeding have 
been reported in association with the perioperative use of TORADOL” 
Caution should be used, _ therefore, when TORADOL is administered 
pre- or use of TORADOL should be 
undertaken with caution when strict hemostasis is critical 

Information for Patients 

TORADOL., like other drugs of its class, is not free of side effects. The 
side effects of these drugs can cause discomfort and, rarely, there are 
more serious side effects, such as gastrointestinal bleeding, which may 
result in hospitalization and even fatal outcomes. Physicians may wish 
to discuss with their patients the potential risks (see WARNINGS, 
PRECAUTIONS, and ADVERSE REACTIONS Sections) and likely ben- 
efits of TORADOL treatment, particularly when it is used for less seri- 
ous conditions when lengthy treatment is anticipated and when 
acceptable alternatives to both the patient and physician may be 
available 


Laboratory Tests 
Because serious Gi tract ulceration and bleeding can occur without 
warning symptoms, physicians should follow patients for the signs and 
symptoms of ulceration and bleeding and should inform them of the 
importance of this follow-up (see PRECAUTIONS—-Risk of Gi 
Ulceration, Bleeding and Perforation) 
Drug Interactions 
TORADOL is highly bound to human plasma proteins (mean 99.2%) 
and binding is independent of concentration. The in vitro binding of 
warfarin to plasma proteins is only slightly reduced by TORADOL 
(99.5% control vs 99.3%) with TORADOL plasma concentrations of 5 to 
10 pg/mL. TORADOL does not alter digoxin protein binding. in vitro 
studies indicate that, at therapeutic plasma concentrations of salicyl- 
ate (300 pg/mL), the binding of TORADOL was reduced from approxi- 
mately 99.2% to 975%, representing a potential two-fold increase in 
unbound TORADOL plasma levels; hence, TORADOL should be used 
with caution (or at a reduced dosage) in patients being treated with 
high-dose salicylate regimens a ae of digoxin, 
warfarin, ibuprofen, naproxen, pirox minophen, pheny- 
toin, and tolbutamide did not alter TORADOL pt protein binding. In a 
Study involving 12 volunteers, oral TORADOL was co-administered with 
a single dose of 25 mg warfarin, causing no significant changes in 
pharmacokinetics or pharmacodynamics of warfarin. In another study, 
intramuscular TORADOL (following oral dosing) was given with two 
doses of 5000 U of heparin to 11 healthy volunteers, resulting in a 
mean template bleeding time of 6.4 minutes (3.2-11.4 min) compared to 
a mean of 6.0 minutes (34-75 _ for heparin alone and 51 minutes 
(3.5-8.5 min) for placebo. Although these results do not indicate a sig- 
nificant interaction between TORADOL and warfarin or heparin, the 
administration of TORADOL, or other NSAIDs, to patients taking anti- 
coagulants should be done with caution and patients should be closely 
monitored (see PRECAUTIONS—Hematologic Effects). Intramuscular 
TORADOL reduced the diuretic response to furosemide in 
normovolemic healthy subjects by approximately 20% (mean sodium 
and urinary output decreased 17%). Concomitant administration of oral 
TORADOL and prob id resulted in di d clearance of 
ketorolac and significant increases in ketorolac plasma levels (total 
AUC increased approximately 3-fold from 5.4 to 178 yg*h/mL) and 
terminal half-life (increased approximately 2-fold from 6.6 to 15.1 
hours). Inhibition of renal lithium clearance, leading to an increase in 
plasma lithium concentration, has been reported with some 
prostaglandin synthesis inhibiting drugs. The effect of TORADOL on 
plasma lithium has not been studied. Concomitant administration of 
mate and some NSAIDs has been reported to reduce the 
clearance of methotrexate, enhancing the toxicity of methotrexate. The 
effect of TORADOL on methotrexate clearance has not been studied 
in postmarketing experience, there have been three reports of a possi- 
bie interaction between TORADOL™ and ing muscle 
relaxants, appearing to enhance the effect of the muscle relaxant. The 
concurrent use of TORADOL with muscle relaxants has not been form- 
ally studied. Intramuscular TORADOL has been administered concur- 
rently with morphine in several clinical trials of postoperative pain 
without evidence of adverse interactions. There is no evidence, in ani- 
mal or human studies, that TORADOL induces or inhibits hepatic 
enzymes capable of metabolizing itself or other drugs. 


Carcinogenesis, Mutagenesis, and Impairment of Fertility 
An 18-month study in mice at oral doses of ketorolac 








TORADOL”™ and TORADOL” 2844 
(ketorolac tromethamine) 


mum milk-to-plasma ratio was 0.037 After one day of dosing (qid), the 
maximum milk concentration was 7.9 ng/mL and the maximum miik-to- 
plasma ratio was 0.025. Caution should be exercised when 
TORADOL #2284: is administered to a nursing woman. 
Pediatric Use 
Safety and efficacy in children have not been established. Therefore, 
TORADOL is not recommended for use in children. 
Use in the Elderly 
Because ketorolac tromethamine = be cleared more slowly by 
the elderly (see CLINICAL PHARMACOLOGY section of full pre- 
scribing information) who are also more sensitive to the renal 
effects of NSAIDs (see PRECAUTIONS Renal Effects), extra cau- 
tion and reduced dosages (see DOSAGE AND ADMINISTRATION 
section of full prescribing information) should be used when 
ee ry elderly with TORADOL. The lower end of the 
‘# dosage range is recommended for patients over 65 
a of age. For ae pain in the elderly, it is recom- 
mended to supplement the lower end of the TORADOL™ dosa 
px with low doses of narcotics prn — otherwise contrain- 
cated. TORADOL and narcotics should not be administered in 
pee same syringe (see DOSAGE AND ADMINISTRATION section of 
full prescribing information). 


ADVERSE REACTIONS 

Adverse reaction rates from short-term use of NSAIDs are generally 
from 1/10 to 1/2 the rates associated with long-term use. This is also 
true for TORADOL. Adverse reaction rates also may increase with 
Po doses of TORADOL (see WARNINGS, and DOSAGE AND 

INISTRATION section of full prescribing information). TORADOL” 
is indicated for short-term use. Physicians using TORADOL” should be 
alert for the usual complications of NSAID treatment, and should be 
aware that with longer use (exceeding 5 days) of TORADOL", the fre- 
quency and severity of adverse reactions may increase. Physicians 
using TORADOL2*4! should be alert to the relative risks associated 
with dose and dose duration as described in CLINICAL 
PHARMACOLOGY - Clinical Studies section of full prescribing informa- 
tion. Physicians using TOR 4DOL should be alert for the usual compli- 
cations of NSAID treatment. The adverse reactions listed below were 
reported in clinical trials with TORADOL in which patients received up 
to 20 doses, in 5 days, of TORADOL” 30 mg or up to 4 doses a day 
from long-term studies of TORADOL284 10 mg qid. In addition, 
adverse reactions that were reported from TORADOL” postmarketing 
surveillance are included in “Incidence 1% or Less.” 
Incidence Greater than 1% (probably causally related): Body = ws 
Whole: EDEMA‘; Cardiovascular: HYPERTENSION; Dermatoi 
RASH, pruritus’; Gastrointestinal: NAUSEA (12%), DYSPEP: 
(12%), GASTROINTESTINAL PAIN ( (13%), constipation, diarrhea’, Ane 
lence, gastrointestinal fullness, vomiting, STOMATITIS; Hemic and 
Lymphatic: purpura; Nervous System: drowsiness‘, dizziness’, 
HEADACHE (17%), sweating. Injection site pain was reported by 2% of 
patients in multidose studies (vs. 5% for the morphine contro! group). 
“Incidence of reported reaction between 3% and 9%. Those reactions 
occurring in less than 3% of the patients are unmarked. Reactions 
reported predominantly from long-term TORADOL2% studies are 
CAPITALIZED. 
Incidence 1% or Less (probably causaily related): Body as a Whole: 
hypersensitivity reactions such as anaphylaxis’, bronchospasm, laryn- 
geal edema, tongue edema, hypotension, and flushing, weight gain, 
fever, Cardi lar: flushing, p pallor, hyp , syn- 
cope; Dermatologic: ‘Lyell’s syndrome, Stevens-.lohnson syndrome, 
exfoliative dermatitis, maculo-papular rash, urticaria; Gastrointestinal: 
peptic ulceration, Gi hemorrhage, Gi perforation (see WARNINGS and 
PRECAUTIONS), melena, rectal bleeding, gastritis, eructation, ano- 
rexia, increased appetite; Hemic and Lymphatic: postoperative wound 
hemorrhage, tarely requiring blood transfusion (see WARNINGS and 
PRECAUTIONS), thrombocytopenia, epistaxis, anemia; Hepatic: hepa- 
titis, liver failure, cholestatic jaundice; Nervous System: convulsions, 
vertigo, tremors, abnormal dreams, hallucinations, euphoria; 
Respiratory: dyspnea, asthma, pulmonary edema; Urogenital: acute 
renal failure (see WARNINGS and PRECAUTIONS), flank pain with or 
without hematuria and/or azotemia, oliguria, nephritis 
Italics denote reactions reported from postmarketing experience. 
Other Adverse Events (causal relationship unknown)’: Body as a 
Whole: asthenia; Gastrointestinal: pancreatitis; Hemic and 
Lymphatic: leukopenia, EOSINOPHILIA; Nervous System: paresthe- 
Sia, depression, insomnia, nervousness, excessive thirst, dry mouth, 
abnormal thinking, inability to concentrate, hyperkinesia, stupor; 
Respiratory: RHINITIS, COUGH, dyspnea; Special Senses: abnor- 
mal taste, abnormal vision, blurred vision, tinnitus, HEARING LOSS; 
Urogenital: polyuria, increased urinary frequency. 
*Reactions occurred under circumstances where the causal relation- 
ship to TORADOL treatment has not been clearly established; they are 








equal to the parenteral MRHD (Maximum Recommended Human 
Dose) and a 24-month study in rats at oral doses 2.5 times the paren- 
teral MRHD, showed no evidence of tumorigenicity. Ketorolac 
tromethamine was not mutagenic in Ames test, unscheduled DNA syn- 
thesis and repair, and in forward mutation assays. Ketorolac did not 
Cause chromosome breakage in the in vivo mouse micronucleus assay. 
At 1590 yg/mL (approximately 1000 times the average human plasma 
levels) and at higher concentrations, ketorolac tromethamine increased 
the incidence of chromosomal aberrations in Chinese hamster 
ovarian cells. Impairment of fertility did not occur in male or female rats 
at oral doses of 9 mg/kg (53.1 mg/m’) and 16 mg/kg (94.4 mg/m*), 
respectively. 

Pregnancy 

Pregnancy Category C 

Reproduction studies have been performed in rabbits, using daily oral 
doses at 3.6 mg/kg (42.35 mg/m’) and in rats at 10 mg/kg (59 mg/m?) 
during organogenesis. Results of these studies did not reveal evidence 
of teratogenicity to the fetus. Oral doses of ketorolac tromethamine at 
1.5 mg/kg (8.8 mg/m’), which was half of the human oral exposure, 
administered after gestation day 17 caused dystocia and higher pup 
mortality in rats. There are no adequate and well-controlled studies in 
pregnant women. Ketorolac tromethamine should be used during preg- 
nancy only if the potential benefit justifies the potential risk to the fetus. 
Labor and Delivery 

TORADOL is not recommended for use during labor and delivery (see 
INDICATIONS AND USAGE section of full prescribing information). 
Lactation and Nursing 

After a single administration of 10 mg of TORADOL2&: to humans, the 
maximum milk concentration observed was 73 ng/mL and the maxi- 


p d as alerting int for physicians. Reactions reported 
predominantiy from long-term TORADOL2% studies are 
CAPITALIZED. 

See package insert for full prescribing information. 

Caution: Federal law prohibits dispensing without prescription. 
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Ceftin’ (cefuroxime axetil) Tablets BRIEF SUMMARY 





The following is a brief summary only. Before prescribing, see compiete prescribing information in Ceftin® Tablets 
product labeling. 

CONTRAINDICATIONS: Ceftin® Tablets are contraindicated in patients with known allergy to the cephalosporin 
group of antibiotics. 

WARNINGS: BEFORE THERAPY WITH CEFTIN® TABLETS IS INSTITUTED, CAREFUL INQUIRY SHOULD BE 
MADE TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO 
CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT IS TO BE GIVEN TO PENICILLIN-SEN- 
SITIVE PATIENTS, CAUTION SHOULD BE EXERCISED BECAUSE CROSS-HYPERSENSITIVITY AMONG BETA- 
LACTAM ANTIBIOTICS HAS BEEN CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS 
WITH A HISTORY OF PENICILLIN ALLERGY. ANTIBIOTICS SHOULD BE ADMINISTERED WITH CAUTION TO ANY 
PATIENT WHO HAS DEMONSTRATED SOME FORM OF ALLERGY, PARTICULARLY TO DRUGS. IF AN ALLERGIC 
REACTION TO CEFTIN TABLETS OCCURS, DISCONTINUE THE DRUG. SERIOUS ACUTE HYPERSENSITIVITY 
REACTIONS MAY REQUIRE TREATMENT WITH EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUD- 
ING OXYGEN, INTRAVENOUS FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR 
AMINES, AND AIRWAY MANAGEMENT, AS CLINICALLY INDICATED. 

Pseudomembranous colitis has been reported with nearly ali antibacterial agents, including cefuroxime, 
and may range from mild to life-threatening. Therefore, it is important to consider this diagnosis in patients 
who present with diarrhea subsequent to the administration of antibacterial agents. 

Treatment with broad-spectrum antibiotics alters normal flora of the colon and may permit overgrowth of 
clostridia. Studies indicate that a toxin produced by Clostridium difficile is one primary cause of antibiotic-associat- 
ed colitis. Cholestyramine and colestipol resins have been shown to bind the toxin in vitro. 

Mild cases of colitis may respond to drug discontinuation alone. Moderate to severe cases should be managed 
with fluid, electrolyte, and protein supplementation as indicated. Elderly patients may be susceptible to fluid losses 
and should be treated aggressively 

When the colitis is not relieved by drug discontinuation or when it is severe, metronidazole and oral vancomycin 
have been shown to be beneficial. Oral vancomycin is the treatment of choice for antibiotic-associated 
pseudomembranous colitis produced by Clostridium difficile. Other causes of colitis should also be considered. 
PRECAUTIONS: General: If an allergic reaction to Ceftin® Tablets occurs, the drug should be discontinued, and, 
if necessary, the patient should be treated with appropriate agents, e.g., antihistamines, pressor amines, or corti- 
costeroids. 

As with other antibiotics, prolonged use of Ceftin Tablets may result in overgrowth of nonsusceptible organ- 
isms. If superinfection occurs during therapy, appropriate measures should be taken 

Broad-spectrum antibiotics should be prescribed with caution for individuals with a history of colitis. 
information for Patients: (Pediatric) Ceftin is only available in tablet form. During clinical trials, the tablet was well 
toierated by children who could swallow the tablet whole. Children who cannot swallow the tablet whole may have 
the tablet crushed and mixed with food (e.g., applesauce, ice cream). However, it should be noted that the crushed 
tablet has a strong, persistent, bitter taste. Discontinuation of therapy due to the taste and/or problems of adminis- 
tering this drug occurred in 13% of children (range, 2%-28% across centers). Thus, the physician and parent 
should ascertain, preferably while still in the physician's office, that the child can ingest Ceftin Tablets reliably. If 
not, alternative therapy should be considered. 

Geriatric Use: In clinical trials involving 1,349 adult patients treated with Ceftin, 241 (17.9%) patients were 65 
years of age or older. No overall differences in effectiveness were observed between elderly patients and younger 
patients, although the rate of drug-related adverse reactions was significantly lower in elderly (9.6%) than in 
younger (14.6%) patients. No clinically important differences in laboratory results were observed between elderly 
patients and younger patients treated with Ceftin. 

Drug/Laboratory Test Interactions: A false-positive reaction for glucose in the urine may occur with copper reduc- 
tion tests (Benedict's or Fehling’s solution or with Clinitest® tablets), but not with enzyme-based tests for glyco- 
suria (e.g., Clinistix®, Tes-Tape”). As a false-negative result may occur in the ferricyanide test, it is recommended 
that either the glucose oxidase or hexokinase method be used to determine blood plasma glucose levels in patients 
receiving Ceftin Tablets. 

Cefuroxime does not interfere with the assay of serum and urine creatinine by the alkaline picrate method 
Carcinogenesis, Mutagenesis, impairment of Fertility: Although no long-term studies in animals have been per- 
formed to evaluate carcinogenic potential, no mutagenic potential of cefuroxime was found in standard laboratory 
tests 

Reproductive studies revealed no impairment of fertility in animals. 

Pregnancy: Pregnancy Category B: Reproduction studies have been performed in rats and mice at doses up to 
50-160 times the human dose and have revealed no evidence of impaired fertility or harm to the fetus due to 
cefuroxime axetil. There are, however, no adequate and well-controlled studies in pregnant women. Because ani- 
mal reproduction studies are not always predictive of human response, this drug should be used during pregnancy 
only if clearly needed 

Nursing Mothers: Since cefuroxime is excreted in human milk, consideration should be given to discontinuing 
nursing temporarily during treatment with Ceftin Tablets. 

Pediatric Use: See DOSAGE AND ADMINISTRATION 

ADVERSE REACTIONS: The adverse reactions to Ceftin® Tablets are similar to reactions to other oralty admin- 
istered cephalosporins. Ceftin Tablets were usually well tolerated in controlled clinical trials. Pediatric patients tak- 
ing crushed tablets during clinical trials complained of the bitter taste of Ceftin Tablets (see ADVERSE REACTIONS 
Gastrointestinal and PRECAUTIONS: Information for Patients: (Pediatric)). The majority of adverse events were 
mild, reversible in nature, and did not require discontinuation of the drug. The incidence of gastrointestinal adverse 
events increased with the higher recommended doses. Twenty-five (25) patients have received Ceftin Tablets 500 
mg twice a day for 1-2.5 months with no increase in frequency or severity of adverse events 

The following adverse reactions have been reported in clinical trials using dosage regimens of 125-500 mg 
twice a day. 

Gastrointestinal: Nausea occurred in 2.4% of patients. Vomiting occurred in 2.0% of patients. Diarrhea occurred 
in 3.5% of patients. Loose stools occurred in 1.3% of patients. Onset of pseudomembranous colitis symptoms 
may occur during or after antibiotic treatment (see WARNINGS) 
Crushed tablets have a bitter taste. In pediatric clinical studies conducted with crushed tablets, complaints due 
to taste ranged from 0/8 (0%) in one center to 47/71 (66%) in another center. 
Hypersensitivity: Rash (0.6% of patients), pruritus (0.3% of patients), and urticaria (0.2% of patients) have been 
observed. One case of severe bronchospasm has been reported among the approximately 1,600 patients treated 
with Ceftin Tablets. Of the patients treated with Ceftin Tablets who reported a history of delayed hypersensitivity to 
a penicillin and not a cephalosporin, 2.9% of patients experienced a delayed hypersensitivity reaction to Ceftin 
Tabiets. 
Hypersensitivity reactions including Stevens-Johnson syndrome, erythema multiforme, toxic epidermal necroly- 
sis, serum sickness-like reactions, and anaphylaxis have been reported. 
Central Nervous System: Headache occurred in less than 0.7% of patients, and dizziness occurred in less than 
0.2% of patients. 
Other: Vaginitis, including vaginal candidiasis, occurred in 1.9% of female patients. 
Clinical Laboratory Tests: Transient elevations in AST (SGOT, 2.0% of patients), ALT (SGPT, 1.6% of patients) 
and LDH (1.0% of patients) have been observed. Eosinophilia (1.1% of patients) and positive Coombs’ test (0.4% 
of patients) have been reported. 
Adverse Reactions Following a Single Oral 1-9 Dose for the Treatment of Gonorrhea: The incidence of drug- 
related adverse experiences in patients treated for gonorrhea who received a single 1-g dose of cefuroxime axetil 
was 16%. The most common adverse experiences were diarrhea (4.8%), nausea (4.6%), vomiting (2.5%), 
abdominal pain (1.2%), and dizziness (1.2%) 
In addition to the adverse reactions listed above that have been observed in patients treated with Ceftin Tablets, 
the following adverse reactions and altered laboratory tests have been reported for cephalosporin-class antibiotics: 
Adverse Reactions: Fever, renal dysfunction, toxic nephropathy, hepatic dysfunction including cholestasis, 
abdominal pain, superinfection, aplastic anemia, hemolytic anemia, hemorrhage, and pain and/or phlebitis at the 
injection site. 
Several cephalosporins have been implicated in triggering seizures, particularly in patients with renal impair- 
ment when the dosage was not reduced. If seizures associated with drug therapy should occur, the drug should 
be discontinued. Anticonvulsant therapy can be given if clinically indicated 
Altered Laboratory Tests: \ncreased prothrombin time, increased BUN, increased creatinine, false-positive test 
for urinary glucose, increased alkaline phosphatase, neutropenia, thrombocytopenia, leukopenia, elevated biliru- 
bin, pancytopenia, and agranulocytosis. 
OVERDOSAGE: Overdosage of cephalosporins can cause cerebral irritation leading to convulsions. Serum lev- 
els of cefuroxime can be reduced by hemodialysis and peritoneal dialysis. 
DOSAGE AND ADMINISTRATION: infants and Children up to 12 Years of Age: The recommended dosage 
for children is 125 mg twice a day. For children with otitis media, the recommended dosage is 125 mg twice a day 
for children less than 2 years of age and 250 mg twice a day for children 2 years of age and older. 

Ceftin Tablets administered as a crushed tablet have a strong, persistent, bitter taste. Alternative therapy should 
be considered for children who cannot swallow tablets (see PRECAUTIONS: Information for Patients: (Pediatric)) 

In the treatment of infections due to Streptococcus pyogenes, a therapeutic dosage of Ceftin Tablets should be 
administered for at least 10 days 


Allen & Hanburys 


DIVISION OF GLAXO INC 
Research Triangle Park, NC 27709 
©Copyright 1992, Glaxo Inc. All rights reserved January 1992 
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BRIEF SUMMARY 
(beclomethasone dipropionate, USP) 
Inhalation Aerosol 
For Oral inhalation Only 





The following is a brief summary only. Before prescribing, see complete prescribing information in Beclovent' 
Inhalation Aerosol product labeling 


CONTRAINDICATIONS: Beciovent® inhalation Aerosol is contraindicated in the primary treatment of status asth- 
Mmaticus or other acute episodes of asthma where intensive measures are required 
Hypersensitivity to any of the ingredients of this preparation contraindicates its use 


WARNINGS: 











Particular care is needed in patients who are transferred from systemically active corticosteroids to Beclovent' 
inhalation Aerosol because deaths due to adrenal insufficiency have occurred in asthmatic patients during and 
after transfer from systemic corticosteroids to aerosol beclomethasone dipropionate. After withdrawal from sys- 
temic corticosteroids, a number of months are required for recovery of hypothalamic-pituitary-adrenal (HPA) func- 
tion. During this period of HPA suppression, patients may exhibit signs and symptoms of adrenal insufficiency 
when exposed to trauma, surgery, or infections, particularly gastroenteritis. Although Beclovent Inhalation Aerosol 
may provide control of asthmatic symptoms during these episodes, it does NOT provide the systemic steroid that is 
necessary for coping with these emergencies 

During periods of stress or a severe asthmatic attack, patients who have been withdrawn from systemic corti- 
costeroids should be instructed to resume systemic steroids (in large doses) immediately and to contact their 
physician for further instruction. These patients should also be instructed to carry a warning card indicating that 
they may need supplementary systemic steroids during periods of stress or a severe asthma attack. To assess the 
risk of adrenal insufficiency in emergency situations, routine tests of adrenal cortical function, including measure- 
ment of early morning resting cortisol levels, should be performed periodically in all patients. An early morning 
resting cortisol level may be accepted as normal only if it falls at or near the normal mean level 














Children who are on immunosuppressant drugs are more susceptible to infections than healthy children. 
Chickenpox and measies, for example, can have a more serious or even fatal course in children on immunosuppressant 
Corticosteroids. in such children, or in adults who have not had these diseases, particular care should be taken to avoid 
exposure. If exposed, therapy with varicella zoster immune globulin (VZIG) or pooled intravenous immunoglobulin (IVIG) 
as appropriate, may be indicated. If chickenpox develops, treatment with antiviral agents may be considered 

Localized infections with Candida albicans or Aspergillus niger have occurred frequently in the mouth and pharynx and 
occasionally in the larynx. Positive cultures for oral Candida may be present in up to 75% of patients. Although the fre- 
quency of clinically apparent infection is considerably lower, these infections may require treatment with appropriate 
antifungal therapy or discontinuation of treatment with Beclovent Inhalation Aerosol 

Beclovent inhalation Aerosol is not to be regarded as a bronchodilator and is not indicated for rapid relief of bron- 
chospasm 

Patients should be instructed to contact their physician immediately when episodes of asthma that are not responsive 
to bronchodilators occur during the course of treatment with Beclovent inhalation Aerosol. During such episodes. 
patients may require therapy with systemic corticosteroids 

There is no evidence that control of asthma can be achieved by the administration of Beclovent Inhalation Aerosol in 
amounts greater than the recommended doses 

Transfer of patients from systemic steroid therapy to Beclovent Inhalation Aerosol may unmask allergic conditions pre- 
viously suppressed by the systemic steroid therapy, e.g., rhinitis, conjunctivitis, and eczema 


PRECAUTIONS: bDuring withdrawal from oral steroids, some patients may experience symptoms of systemically 
active steroid withdrawal, e.g., joint and/or muscular pain, lassitude, and dep 1, despite € or even 
improvement of respiratory function (see DOSAGE AND ADMINISTRATION). 

In responsive patients, beclomethasone dipropionate may permit control of asthmatic symptoms without suppression 
of HPA function, as discussed below (see CLINICAL STUDIES). Since beclomethasone dipropionate is absorbed into the 
Circulation and can be systemically active, the beneficial effects of Beclovent® Inhalation Aerosol in minimizing or pre- 
venting HPA dysfunction may be expected only when recommended dosages are not exceeded 

The long-term effects of beclomethasone dipropionate in human subjects are still unknown. In particular, the local 
effects of the agent on developmental or immunologic processes in the mouth, pharynx, trachea, and lung are unknown 
There is also no information about the possible long-term systemic effects of the agent 

The potential effects of Beclovent Inhalation Aerosol on acute, recurrent, or chronic pulmonary infections, including 
active or quiescent tuberculosis, are not known. Similarly, the potential effects of long-term administration of the drug on 
lung or other tissues are unknown 

Pulmonary infiltrates with eosinophilia may occur in patients on Beclovent Inhalation Aerosol therapy. Although it is 
possible that in some patients this state may become manifest because of systemic steroid withdrawal when inhalational 
steroids are administered, a causative role for beclomethasone dipropionate and/or its vehicle cannot be ruled out 
information for Patients: Patients who are on immunosuppressant doses of corticosteroids should be warned to avoid 
exposure to chickenpox or measies and, if exposed, to obtain medical advice 

y: Teratogenic Effects: Glucocorticoids are known teraiogens in rodent species and beclomethasone dipropi- 
onate is no exception 

Teratology studies were done in rats, mice, and rabbits treated with subcutaneous beclomethasone dipropionate. 
Beclomethasone dipropionate was found to produce fetal resorption, cleft palate, agnathia, microstomia, absence of 
tongue, delayed ossification, and partial agenesis of the thymus. Well-controlled trials relating to fetal risk in humans are 
Not available. Glucocorticoids are secreted in human milk. It is not known whether beclomethasone dipropionate would 
be secreted in human milk, but it is safe to assume that it is likely. The use of beclomethasone dipropionate in pregnant 
women, nursing mothers, or women of childbearing potential requires that the possible benefits of the drug be weighed 
against the potential hazards to the mother, embryo, or fetus. Infants born of mothers who have received substantial 
doses of corticosteroids during pregnancy should be carefully observed for hypoadrenalism 





ADVERSE REACTIONS: Deaths due to adrenal insufficiency have occurred in asthmatic patients during and after 
transfer from systemic corticosteroids to aerosol bec ne dipropionate (see WARNINGS) 








~ Suppression of HPA function (reduction of early morning plasma cortisol levels) has been reported in adult patients 
who received 1,600-mcg daily doses of Beclovent* Inhalation Aerosol for 1 month. A few patients on Beclovent 
Inhalation Aerosol have complained of hoarseness or dry mouth 

Rare cases of immediate and delayed hypersensitivity reactions, including urticaria, angioedema, rash, and bron- 
chospasm, have been reported after the use of beclomethasone oral or intranasal inhalers. 


DOSAGE AND ADMINISTRATION: Patients experiencing symptoms of systemically active steroid withdrawal 
should be encouraged to continue with the inhaler but should be watched carefully for objective signs of adrenal insuffi- 
ciency such as hypotension and weight loss. If evidence of adrenai insufficiency occurs, the systemic steroid dose 
should be boosted temporarily and thereafter further withdrawal should continue more slowly 


Allen § Hanburys January 1992 


Research angle Park. N 
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RELAFEN 


NABUMETONE 











brand of nabumetone 

See complete p ibing inf ion in SmithKline Beecham Ph icals literature or PDR. The 
following is a brief summary. 

CLINICAL PHARMACOLOGY: Ae/afen is a nonsteroidal anti-inflammatory drug (NSAID) that exhibits anti-inflamma 
tory, analgesic and antipyretic properties in pharmacologic studies. As with other nonsteroidal anti-inflammatory 
agents, its mode of action is not known. However, the ability to inhibit prostaglandin synthesis may be involved in the 
anti-inflammatory effect 





The parent compound is a prodrug, which undergoes hepatic biotransformation to the active component, 6-methoxy 
2-naphthylacetic acid (GMNA), a potent inhibitor of prostaglandin synthesis 

INDICATIONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteoarthritis and rheumatoid 
arthritis 

CONTRAINDICATIONS: Patients (1) who have previously exhibited hypersensitivity to it; (2) in whom Relafen, aspirin 
or other NSAIDs induce asthma, urticaria or other allergic-type reactions 

WARNINGS: Remain alert for ulceration and bleeding in patients treated chronically, even in the absence of previous 
3.1. tract symptoms 


— Clinical trials involving 1,677 patients treated with eer) 140 followed for one year and 927 for two 
$), the cumulative incidence of ay ey was ( 0.3% (95% Cl; 0%, 0.6%) at three to six months, 0.5% (95% CI 
01 1%, 0.9%) at one year and 0.8% (95% 0.3%, 1.3%) at two “ ars. Inform patients of the signs and symptoms of 
serious G.|. toxicity and what steps to a if they occur. In patients with active peptic ulcer, weigh the benefits of 
Relafen therapy against possible hazards, institute an appropriate ulcer treatment regimen and monitor the patients 
progress carefully 
nsidering the use ¢ latively large doses (within the recommended dosage range), anticipate benefit sufficient 

to offset the potential increased risk of G.I. toxicity 
eee Because nabumetone undergoes extensive hepatic metabolism, no adjustment of Relafen dosage is 

ane necessary in patients with renal insufficiency. However, as with all NSAIDs, monitor patients with impaired 

f 


ction more closely than patients with normal renal functior 


atients with symptoms oF signs Suggesting liver dysfunction, or in whom an abnormal liver test has 
rred, for evidence of the development of a more severe hepatic reaction while on Relafen therapy. If abnormal liver 
persist or worsen, if clinical signs < symptoms consistent with liver disease develop, or if systemic 
festations occur (e.g., eosinophilia, rash Jiscontinue Relafen. Use Relafencautiously in patients with severe 
hepatic impairment 
5 with other NSAIDs, use Relafen cautiously in patients with a histe congestive heart failure, hypertensior 
ther conditions predisposing to fluid retention 


tivity te sting, Relafenmay be associated with more reactions to sun exposure than might 


wish to ( USS with t patients the potential risks (see WARNINGS, PRECAUT 
REACT TIONS) 2 and likely benef D treatment, particularly when the drugs are used for less ser 
where treatment without NSAIDs m: ay represent an acceptable alternative to both the patient and the 
Exercise caution when administering Re/afen with warfarin since interactions have been seen with other NSAID 
-year studies ucted in mice and rats, nabumetone had no statistically significant tumorigenic effect 
) ic potentia the Ames test and mouse micronucieu t in vivo. However 
vabumetone- and 6 Phe treated lymphocytes in culture showed chromosomal aberrations at 80 mcg/mL and higher 
concentrations (equal to the average human exposure to Relafen at the maximum recommended dose) 
Nabumetone did not impair fertility of male emale rats treated orally at doses of 320 mg/kg/day before mating 
Pregnancy Category C: Nabumetone did Cause any teratogenic effect in rats giver to 400 mg/kg and in rabt 
300 mg/kg orally. However, increased post-implantation loss was observed in rats at 100 mg/kg orally an 
doses (equal to the average human exposure to 6MNA at the maximum recommended human dose). There are 
) adequate, well-controlled studies in pregnant women. Use the drug during pregnancy only if clearly needed. Because 
f the known effect of prostaglandin-synthesis-inhibiting drugs on the human fetal cardiovascular system (closure of 
ductus arteriosus), use of Relafen during the third tri ter of pregnancy is not recommended 
The effects of Re/afenon labor and delivery in women are not known. As with other drugs known to inhibit prostaglandin 
synthesis, an increased incidence of dystocia and delayed parturition occurred in rats treated throughout pregnancy 
It is not known whether nabumetone or its metabolites are excreted in human milk; however, GMNA is excreted in the 
milk of lactating rats. Because of the possible adverse effects of prostaglandin-synthesis-ir ting drugs on neonates 
Relafen is not recommended for use in nursing mothers 
Safety and efficacy in children have not been established 
)f the 1,677 patients in U.S. clinical studies who were treated with Relafen, 411 patients (24%) were 65 years of age 
yr older; 22 patients (1%) were 75 years of age or older. No overall differences in efficacy or safety were observed 
between these older patients and younger ones. Similar results were observed in a one-year, non-US. postmarketing 
surveillance study of 10,800 Relafen patients, of whom 4,577 patients (42%) were 65 years of ane or older 
ADVERSE REACTIONS: Incidence >1%—Probably Causally Related—Diarrhea (14%) dyspepsia (13%) 
abdominal pain (12%), constipation”, flatulence*, nausea*, positive stool guaiac*, dry mouth, gastritis, stomatitis 
vomiting, dizziness*, headache”, fatigue, increased sweating, insomnia, nervousness, somnolence, pruritus*, rash* 
tinnitus*, edema* 
"Incidence of reported reaction between 3% and 9%. Reactions occurring in 1% to 3% of the patients are unmarked 
Incidence <1%—Probably Causally Related’ —Anorexia, cholestatic jaundice, duodenal ulcer, dysphagia, gastric 
sicer, gastroenteritis, gastrointestinal bleeding, increased appetite, liver function abnormalities, melena, asthenia 
agitation, anxiety, confusion, depression, malaise, paresthesia, tremor, vertigo, bullous eruptions, photosensitivity 
rticaria, pseudoporphyria cutanea tarda, toxic epidermal necrolysis, vasculitis, weight gain, dyspnea, e In 
pneumonia, hypersensitivity pneumonitis, albuminuria, azotemia, hyperuricemia, interstitial nephritis, vag 
ng, abnormal vision, anaphylactoid reaction, anaphylaxis, angioneurotic edema 
Incidence <1%—Causal Relationship Unknown'—Bilirubinuria, duodenitis, eructation, gallstones, gingivitis 
glossitis, pancreatitis, rectal bleeding, nightmares, acne, alopecia, erythema multiforme, Stevens-Johnson Syndrom 
angina, arrhythmia, hypertension, myocardial infarction, palpitations, syncope, thrombophlebitis, asthma, cough 
dysuria, hematuria, impotence, renal stones, taste disorder, fever, chills, anemia, leukopenia, granulocytopenia 
thrombocytopenia, hyperglycemia, hypokalemia, weight loss 
t Adverse reactions reported only in worldwide pestmarketing experience or in the literature, not seen in 
are considered rarer and are italicized 
OVERDOSAGE: If acute overdose occurs, empty the stomach by vomiting or lavage and institute general supportive 
measures as necessary. Activated charcoal, up to 60 grams, may effectively reduce nabumetone absorption 
Coadministration of nabumetone with charcoal to man has resulted in an 80% decrease in maximum plasma 
concentrations of the active metabolite 
One overdose occurred in a 17-year-old female patient who had a history of abdominal pain and was hospitalized for 
increased abdominal pain following ingestion of 30 Relafen tablets (15 grams total). Stools were negative for occult 
ood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms. She was given ar 
H,-receptor antagonist and discharged from the hospital without sequelae 
DOSAGE AND ADMINISTRATION: Recommended starting dose. 1000 mg taken as a single dose with or without 
food. Some patients may obtain more symptomatic relief from 1500 mg to 2000 mg daily. Dosages over 2000 mg daily 
have not been studied. Use the lowest effective dose for chronic treatment 
HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg—white, imprinted with the product name RELAFEN and 
500, in bottles of 100 and 500, and in Single Unit Packages of 100 (intended for institutional use only); 750 mg—beige 
imprinted with the product name RELAFEN and 750, in bottles of 100 and 500, and in Single Unit Packages of 100 
(intended for institutional use only) 


Store at controlled room temperature (59° to 86°F) in well-closed container; dispense in light-resistant containe: 


500 mg 100's: NDC 0029-4851-20 750 mg 100's: NDC 0029-4852-20 
500 mg 500's: NDC 0029-4851-25 750 mg 500’s: NDC 0029-4852-25 
506 mg SUP 100’s: NDC 0029-4851-21 750 mg SUP 100’s: NDC 0029-4852-21 


BRS-RL:L5 


Sp SmithKline Beecham 
Pharmaceuticals 


Philadelphia, PA 19101 
SmithKline Beecham, 1993 
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plan—soon. Dec. 13, p. 33 

Your 1994 tax calendar: Dates you can’t 
afford to miss. Dec. 27, p. 60 





TRAVEL 





Next time, thieves won’t spoil our vacation. 
Jan. 25, p. 155 

Dad and | conquered more than just a 
mountain. Feb. 8, p. 140 

Cruises are boring? Not this kind. Feb. 22, 
p. 128 

My perilous trip to see unforgettable 
patients. March 22, p. 117 

We loved Siberia. April 12, p. 112 

When you're paid in chickens. April 26, 
p. 105 

Feel invincible—scale Mount Kilimanjaro. 
May 24, p. 80 

Saving a life on Flight 207. June 14, p. 143 

Call in a consultant—for your vacation. 
Aug. 23, p. 72 

Can CME really be this much fun? Oct. 25, 
p.116 @ 
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